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1 Applicant(s) 



Baekkeskov, et al. 




^t^TENBD STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE _3 

THE MAILING DATE OF THIS COMMUNICATION. 

^Extenstore of time may be available under the provisions of 37 CFR 1 .136 (a). In no event, however, may a rep* be t, m ely Hled 

.„ R^ZSR specif above, the W p««^^^^ S«W MONTHS lr-nm.rn^d* lrf «. 

communication. ctatirtP cause the aDDlication to become ABANDONED (35 U.S.C. § 133). 

Xe P re«^^ 

" earned (Sent term adiustment. See 37 CFR 1 .704(b). 
Status 

1)63 Responsive to communication(s) filed on Jan. 10, 2001 



2a) K This action is FINAL. 



2b) □ This action is non-final. 



3) □ Since this application is in condition for allowance except ^i^g^ " * ^ * 
closed in accordance with the practice under Ex parte Q^)V§35 CD. 11, 453 o.fc.. 



Disposition of Claims 

4)H Claim(s) /», 34. 35. 38-42. and 49-63_ 



is/are pending in the applies 



4a) Of the above, claim(s) 38-42 
5)D Claim(s) 



6) K) H^"{ c ) xt > ™d 49-63 

7) D Claim(s)_ _ 

8) D Claims 



is/are withdrawn from considers 

is/are allowed. 

is/are rejected. 

is/are objected to. 



are subject to restriction and/or election requirem 



Application Papers 

9)D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on . 



is/are objected to by the Examiner. 
is: aP approved b)Ddisapproved. 



11) D The proposed drawing correction filed on . 

12) □ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. §119 ,, llQr s11QlaWd) 

13) D Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d). 

a)D All b) □ Some* c) CNone of: 

1 □ Certified copies of the priority documents have been received. 

2 □ Certified copies of the priority documents have been received in Application No _ 

3 □ Copies of the certified copies of the P^^^^&Z^ ln ^ Nat '° nal ^ 

application from the International Bureau (PCT Rule i/.^aj). 
♦See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 



Attachment(s) 

15) S) Notice of References Cited t PT<>a92 ' 

16) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 

17) □ information Disclosure Statement(s) (PT0-1449) Paper No(s). . 



18) □ Interview Summary (PTO-413) Paper No(s) 

19) □ Notice of Informal Patent Application (PT0-152) 

20) □ Other: 
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Office Action Summary 



Part of Paper No. 21 



2. 
3. 

4. 

5. 
6. 
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DETAILED ACTION 

1 Claims 1-30 and 43-48 were cancelled in the preliminary amendment filed April 1, 
1997. 

Claims 32, 33, 36 and 37 have been cancelled in the amendment filed Nov. 2, 1998 
Paper No. 9). 

Non-elected claims 38-42 were withdrawn from consideration by the Examiner in the 
paper mailed April 28, 1998 (Paper No. 6). 

Claims 49-57 were added in the amendment filed Nov. 2, 1998, Paper No. 9. 
Claims 58 and 59 were added in the amendment filed 7/28/99, Paper No. 13. 
Claims 60 and 61 were added in the paper filed 4/14/00, Paper No. 17. 

7. Claims 31, 34, 35, 38-42, 49-61 are pending in this application. 

8. Claims 62 and 63 were added in the paper filed 1/10/2001, Paper No. 20. 

o The Examiner acknowledges the comments by Mr. Liebeschuetz, concerning the 

9. Ihe jammer B numb ered paragraph 8), in reference to the interview with 
S'SJffiJ Richard Schwartz, SPE Cnnsuna Chan and 
Ex^TmS Tung on 3/21/00. The Examiner maintains her prev.ous comment.. 

10 The Applicants maintain that the claims in the instant application are patentably 
^IcT^FJi. 1 .14. l)£on fti, basis. *e Applicam quesuon 4» : of 

signature was desirable. 

11 The Applicants argue in paragraph 11 of page 3 of Paper No. 20, that the "Examiner 
by Ex'amiS If it is the understanding of the Examiner that Appl.cants are assc, ung on the 
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S"?37 C S 6 00™ 360) £S ttS new „,.«, rejecon, a, claim, 60 a„d 61 were cop.ed 

cited as art not relied upon below. 

Claim Rejections - 35 U.S. C. § 112 
12 The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

inventor of carrying out his invention. 

13. Applicant's arguments filed in Paper No. 20 have been fully considered but they are 
not persuasive. 

u Claims 31 34 35 49-59, 60 and 61 and newly-added claims 62 and 63 stand rejected 
\r .5 U S C 112 fim paragraph, as containing subject matter which was not described m 
Sfspedftatim in sucnTwy I il enable one skilled in the art to which u pertains, or with 
S£?Kwt nearly connected, to make and/or use the mvenuon. 



15. 



The goal of peptide immunotherapy of T-cell-mediated autoimmunity is to induce 
anL in self reactive T cells. Therefore, the pathologies of autoreacttve T cells in 
anergy in sen reaou appropriate autoantigen or autoantigen- 

autounmunity can be blocKea oy using me h Qi-4.17.4i8 1994). 

Sv 8 e e ral ac" t « KEE*e *erapy can be used to treat an ongoing auto.mmune 

h STy « of IDDM is not predicate and therefore prophylax.s 

SS^Se*. is not currently possible; currently, ^^^^TfPnK 
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period of time may result in unforseen immunological complicauons. Furthermore, the 
L rlentiation of the Vutoimmune response would be prevented using ihe 

S K Ti .o our undoing of autoimmune dtabaa. Funher .xpenmMs 

727 Jw/iSrii Oat "Insulin and GAD are strong candtdate tokrogens for the 
nreventSn of human IDDM. However, caution should be exercised with GAD 
SSnrSStaulta, it is not P cell specific and is found in high concentrates «. 
SS,^ well as in peripheral tissues other than islets. Without lurther an.mal 
Judtesld tow edge of L GAD epitopes that elicit T cell reactivity un.que to human 
?3S ft T eem unwise to manipulate immunity to this widely d.stnbuted key 
nSrn; For the present, insulin (or proinsulin) is the only islet antigen that both on 
3 e and ethical grounds, justifies therapeutic application to humans at risk ot 
IDDM UJ M Med. 240:259-277, 1996), see page 724, col. 2, paragraph 2, in 
Scalar Ap^t has provided only in vitro experiments demcmstraung the , denuty 
of GAD in mTslets of Laigerhans and in rat brain, and anti-GAD ant.bod.es m One 
2ra of pain with IDDM and stiff man syndrome, to demonstrate operab.hty of ^ 
dauned SScptide. Since human and rats display different major histocompat.b.hty 
toZi haplotypes and Applicant has given no guidance as to how the, r peptide 
^ffc therapy would overcome autoreactive T cell escape mechan.sms in humans or 
^£SS^ ^duce autoimmunity or tolerance, it would require an undue 
Tmo^t orientation to one of skill in the art to practice the clanned mvent.on. 

1^ The Annlicants provided a Diamyd Corporation Press Release (12/2 1/2000; 

16 - ^dS^cSdocrAKMl 18en.html) that teaches an FDA Phase Imal ten* of 
r InfiS The trial outcome was that there were no adverse cluneal etleu and auto 
a^b^die Jto GAD65 were not detected during the study period. However the study 
SefnoSess the concerns raised by the Examiner based upon the ^ 
Tisch Lernmark and Harrison that GAD administration could cause adve.se -f^ 
Ue^Td how the treatment would be used to prevent diabetes. The port.on o. the 
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study identifying a "successful Diamyd vaccine" is speculative and adm.ttedly "forward 
looking", and thus is not persuasive. 



17. 



18. 



19. 



The Applicants further argue that the "Examiner appears to overlook the tact that the 
^plicSonXloses that onset of IDDM can be predicted from the presence ol 
application aisciose. ^ t does not address whether the 

SZSn ^t^u— iesSve already formed. Also, if the Applicants 
SonXt the autoantibodies to GAD are the cause of IDDM, then the Examiner 
malTin" S me disease has already started when such antibodies are detected, even 
ZSdinical symptoms may not be manifested. Therefore, the Applicants have tailed 
^X^ufficLm evidenc/that they can prevent the disease or treat ,,, once the 
autoantibodies have formed. 

The Applicants further argue that the Examiner is criticizing the application for not 
rclS dosage^or routes of administration. The Examiner finds this argument 
™S Ts she is unable to locate such a requirement or criticism in previous 

exacerbate the disease condition ((Proc »?'.^ S £ ^JJf^J^il an immunogenic or 

part.cu.ar). ^^^V^^^^J^^ m J^ factor. Frequent 
tolerogenic response ,s .nduced ™e " , o rtne ole g ( ^ ^ 

There is a lac* or guiua v according to Tisch and the Appl icant s own 

Taddressed this point, efther in the specificanon or in their subsequent remarks. 

The applicants further argue that the Examiner does not address the = APPHcant^ 

resmnse to the existence of multiple autoantigens m diseases such as IDDM. The 

3S °maintain that since a T cell response to GAD65 develops early m the 

SSenTomDM and "subsequently spreads to other P cell antigens m a cascade 
development ot uiJM 4 ^ ^ ^ mducmg 

525So fl E£E2 Subsequent events to me cascade of events leading to 
IDDM L Applicants further point to several studies in which they assert the 
Smistrarion o7cAD65 inhibits the development of IDDM m laboratory animals. 
SSSSta « discussed below. In short, the analysis of the various ununal models 
^ e in S?M taught in literature ctal by the 

limitations and the models and interpretauons are not limited to NOD m.te. 

The Annlicants also argue that the Lemmark reference is being given undue emphasis 
K nSZother reference provided by the Applicants in support of their 
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invention. However, the Examiner maintains that the references provided bj , the 
Applicants have been discussed in detail in Paper No. 14, for example EH o , « a L 
feadt that the 65 kDa isoform of GAD "is implicated m autoimmune diabetes (see the 
abstract) and the treatment of NOD mice with the 67kDa .sotorm ol GAD. The use ol 
rhe NOD mouse model is discussed below, and the 67 kDa .soform .. not dauned in 
the instant application. The Examiner maintains that the record is clear that she has 
presTS numerous references in support of her position that the instant tnvent.on ,s 
not supported by an enabling disclosure. 

21 The Applicants' comments regarding the Harrison article are not persuasive, since the 
Seal trial presented by. Applicants was only a limited toxicology tnal, o. unknown 
duration, and not providing therapy information, as discussed, supra. 

22 The Applicants also present additional arguments concerning the P^ rstn r ^ R nce ™ d 
alLing that the Examiner did not address Applicants arguments as to why the BB rat 
was a lesTuseful model for the treatment of IDDM that the NOD mouse. However, ,n 

ttSSSo f«m only one animal to autoimmune diabetes in general may no. be appropriate, (see the 

a teTcWng by Petersen which sheds doubt on the NOD mouse model. Additionally, 
Applicants assertions in Paper No. 17, that because the BB rat does not produce 
XdTe^ag LTgAD m£es it an unreliable mode, for human iDDM is not lound 
Staring because other aspects of NOD mouse diabetes are not similar to humans 
u"e SSd ^tribution among males and females and the lack of pancreatitis in 
NOD mice. Also, in support of the Examiner's position, Atkinson and Letter (Nature 
Med?(6)-601-604, 7999) further state that when the NOD mouse model "ts used as a 
Arrogate for humans, genus-specific differences that restrict meir »^«jnon « 
unavoidable " (see page 601, col.2, last paragraph) Also, Atkinson state the GAD 
immunity does no! seem to be a factor in BB rats, ™^^^n* to***ay 
models should be evaluated before extrapolation to humans are attempted, (sec page 
603, col. 2, last paragraph). 

23 It is noted that the instant specification does not disclose the use of NOD mice or any 
other animal model is disclosed in the instant specification. 
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24 Claims 60 and 61 stand rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably 
convey " one skilled in the relevant art that the inventory at the time the appl.cauon was 
filed, had possession of the claimed invention. There is no support in the spec, f, cation or 
cSs as originally filed for a method for preventing or delaying the development of clinical 

m^ms'f inJn dependent diabetes, as recited in claim 60. The claim ditto* .n ^ with 
le disclosure in the instant case. Applicants are invited to prov.de the Examiner with he 
location in the specification where the above wording is supported. This .s a new matter 
rejection. 

25 The Applicants argue that claims 60 and 61 are supported and that the terms 
""preventing or delaying" rather than "inhibiting" and "delaying" are used 
synonymously in the two claims. " The Applicants further, state that ihc recitations 
"oatient" and "animal" is "merely a difference in semantics" and that the rec.tation ot 
"essentially pure" would be merely a difference in terminology over the "homogenous 
Dentides of at least 99% w/w" disclosed in the specification. However, the Examiner 
maCms that these new recitations are of a different scope than disclosed m the mstant 
specification and thus constitute new matter. The case law recited by Applicants is not 
persuasive because the Applicants are not permitted to change the scope o( the ong.nal 
disclosure by amendment, see MPEP 706.03(o). 

Claim Rejections - 35 U.S.C. § 102 

26 The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 

States before the invention thereof by the Applicant for patent, or on an mternal.oDal appln.ai.on b> another 
wh^as fumUeo the requirements of paragraphs (■), (2), and (4) of section 371(c) of d,,. ut.e before the 
invention thereof by the Applicant for patent. 

27. Claim 31 stands rejected under 35 U .S.C. 102(e) as being anticipated by Atkinson (US 
Patent No. 5,762,937). 

28 The '937 patent teaches a method for inhibiting the development of 1DDM comprising 
AeadmmLationofGADtoapa^ 

53 and bridging over to col. 26', line 14. The administration of a therapeuucally- 
effective dosage is inherent in the successful treatment of any disease. Additionally, 
claims 1 and 2 teach the claimed invention. Therefore, the reference teach.ngs 
anticipate the claimed invention. 
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2 , It is noted *at ^^ C ^J^SS^ « be 

outstanding rejection under 35 U.S.C. _102, ana m a ^ J Qf ^ view ^ 

resolved by interference. Tne APP^^'^^^ Atkins0Ili App ,icants will . 

Ctai/w Rejections - 35 U.S.C. § 103 

f 35 „ c r s which forms the basis for all 
30 The following is a quotation of 35 U.S. C. § 1(W wnicn torn 

Obviousness rejections set forth in this identical|y discloS ed or described as set forth in 

A patent may not be obtatned though the tnvenuon u not «» Y ^ ^ ^ prjor arl 

section .02 of this title, if the ^^iS 1 ^, tt fe tune the invention was made to a 

negatived by the manner in which the mveotion_ was made ffl or ft , of 

Subject matter deveioped by another wL the subject matter and the 

s£KC£ r^srrr-wnea by *. ^ « - - 

obligation of assignment to the same person. 
University. 

32 Claims 35 and 54-57 and new claims 62 and 63 ^^^^ ^ 
as being obvious over Chang and Gottlieb (J. Neurosa. 8(8). 2123-21 30. 1988,. 

/r xt */*i-97??-2750 1988) teach the use of GAD in a 

33. Chang and Gottlieb (J. Neur ° SC ^^' 2 „^ puri fied rat brain GAD in a 
pharmaceutical predion b y ™ J^J 2124 , c0 , 2 , paragraph 

r^SSTSS ^d Go"tb do not Jch a composition comprising GAD m a 
3, in particular). Uiang ana uuluku u 1irnQn , However one of ordinary skill 

SE^So * *e anwouU, — — — £ Jb* 
producing the dataed mvennon J^ 0 ™; ™»«n,i»n was made, as 
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34. 



The Applicants argue that the mere knowledge of the existence ot a pharmaceu .cally 
accroSte Srier for humans does not provide motivation for one to use such a earner 
See of Sound's adjuvant used by Chang & Gottlieb." The Applicants tunher 
^fe Z ^ 0 1 reason why one would have been motivated to use a pharmaceutical 
S ^se hx humans is if one intended to use GAD for admin.sirauon to humans^ 
Ze- ^Examiner respectfully reminds Applicants that *e » 3 

™tient and bv Applicants own statements on page 7, paragraph 29 ol the response, 
SS £a te Xts as well as humans. In light of the teaching of a ijamaceuucal 
cTposS for use in rats, recognized as a animal by one of ordinary skill m the an 
TphaTaceutieal composition would have bee obvious to one ot ordmary skill in the 
art at the time the invention was made. 



Conclusion 



35 The prior art made of record and not relied upon is considered pertinent to Applicant s 
^closure US PaL No. 5,998,366 (Tobin, et al.) claims a method for ame ™g a GAD 
associated autoimmune disorder comprising the administration to the pauen. ot a GAD65 
peptide consisting of a series of specific recited peptides. 

36 Applicant's amendment necessitated the new ground(s) of rejection presented in this 
36. Applicant amci ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Office action. Accordingly, THIS AC11UJN i& mawn 136( , 
Applicant is reminded of the extension of time policy as set forth in 37 C.F.R. 1 .136(a). 

37 A shortened statutory period for reply to this final action is set to expire THREE 



date of this final action. 
38. 



39. 



Paners related to this application may be submitted to Group 1640 by facsimile 
S2T Papers should be faxed to Group 1640 via the PTO Fax Center tocated 
~ I Mall l^The faxing of such ^papers imus, .confonn ^ pubhtfied 
in the Official Gazette, 1096 OG 30 (November 15, 1989). THE CM1 FAX 
TELEPHONE NUMBER IS (703) 305-3014 or (703) 308-4242. 

Any inquiry concerning this communication or earlier communications from the 
Should be directed to Mary Tung whose telephone number 
Se^xammer can normally be reached Tuesday through Friday trom 8:30 am to 5.30 
£ STSSS, Mondays. A message may be left on the Examiner's voice man 
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service. If attempts to reach the Examiner by telephone are unsuccessful, the 
Examiner' s supervisor, Christina Chan can be reached on (703) 308-3973 . Any 
inquiry of a general nature or relating to the status of this application should be directed 
to the Group 1640 receptionist whose telephone number is (703) 308-0196. 





CpriraJ 
Mary B. Tung, 
Patent Examine 
Group 1640 
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ART UNITiSS-/ (p^Y 



JASEMINE C. CHAMBERS 
DIRECTOR 
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